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1 ^'uui iiciils lo the Chums : 

I his listing of claims replaces all prior versions and listings of claims m the application: 
1 .isting of'Ciaims : 

1 -52. (cancelled) 

53. (currently amended) A method oftesting a candidate compound for the 
ability to act as an agonist of a high affinity melatonin receptor ligand, said method 
comprising: 

a) contacting said candidate compound with providing a cell comprising an 
expression vector encoding a high affinity melatonin receptor protein comprising an 
ai.uno acid sequence substantially identical at least 80% identical to that of 

SI .[Q ID NO: 1 2, or a melatonin binding fragment thereof wherein the cell expresses on 
its surface said high affinity melatonin receptor protein or melatonin binding fragment 
t-h ereof : 

b) contacting said melatonin receptor protein or melatonin binding fragment with 
the candidate compound; 

c) measuring intracellular cAMP concentration in said cell; and 
e)dj where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor 
ligand. 

54-77. (cancelled) 



X. (currently amended) A method oftesting a candidate compound for the 
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ability to act as an agonist of a high affinity melatonin receptor ligaiuh said method 

comprising: 

a) rontnclmg sa i d candidate compound with providing a cell comprising an 
expression vector encoding a high affinity melatonin receptor protein comprising an 
ammo acid sequence substantially identica l at least 80% identical to thai of SEP ID 

; ):(). or a melatonin binding fragment thereof, w herein the cell expresses on its surface 
s;1K | high affinity melatonin receptor protein or melatonin binding fragment thereof ; 

b) contacting said melatonin receptor protein or melatonin binding fragment with 
[':: c a ndidate compound: 

m cj measuring intracellular cAMP concentration in said cell; and 
e) d] where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor hgand. 

"0. (cancelled) 

80. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with providing a cell comprising an expression 
vector encoding a high affinity melatonin receptor protein, or a melatonin binding fragment 
t hereof, wherein the expression vector comprises a sequence that hybridizes to a probe having 
the sequence of the complement of SEQ ID NO:5 under the following conditions: hybridization 
; i : " ;( i" !( irmamule. 1 M sodium chloride, 1% SDS, 10% dextran sulfate, 100 Lig/ml denatured 
salmon sperm at 42 °C\ and filters washed in 2x SSC, 1% SDS at 65 °C for 1 hour, and wherein 
th e cell expresses on its surface said melatonin receptor protein or mel atonin binding fragment; 

h) contacting said melatonin receptor protein or melatonin binding fragm ent with the 
c andidate compound; 

c] measuring intracellular cAMP concentration in said cell; and 
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e4 d) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

S 1 . (currently amended) A method of testing a candidate compound for the ability to act 
.,. agonist of a high affinity melatonin receptor ligand. said method comprising: 

n) contacting u aid candidate compound with pjmidinu a cell comprising an expression 
vector encoding a high affinity melatonin receptor protein, or a melatonin binding fragment 
thereof, wherein the expression vector comprises a sequence thai hybridizes to a probe having 
(he sequence of the complement of SEQ ID NO:5 under the following conditions: hybridization 
in 25",, formamide, 1 M sodium chloride. 1% SDS. 10% dextran sulfate. 100 ug mil denatured 
salmon sperm at 42 °C, and filters washed in 2.x SSC 1% SDS at 55 T for 1 hour , and wherein 
th e cell expresses on its surface said melatonin receptor protein or melatonin bmdinu fragment : 

hi contacting said melatonin receptor protein or melatonin bin ding fraumcnt with the 

candidate compound; 

b) c] measuring intracellular cAMP concentration in said cell; and 

,4 d) where said contacting causes a decrease in intracellular cAMP concentration. 

identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 



82. (previously presented) The method of claim 81. wherein the expression vector 
comprises the sequence of SEQ ID NO:5. 

83. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with providing, a cell comprising an expression 
\ cctor encoding a high affinity melatonin receptor protein, or a melatonin bmdinu fraumcnt 
thereof, wherein the expression vector comprises a sequence that hybridizes to a probe having 
ihe sequence of the complement of SEQ ID NO: 1 1 under the following conditions: 
hvbndi/ation in 50% formamide. 1 M sodium chlor.de. 1% SDS, 10% dextran sulfate, 100 ug-ml 
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denatured salmon sperm at 42 C. and filters washed in 2x SSC 1% SDS at 05 C for 1 hour, 
an d v. herein the cell expresses on its surface said melatonin receptor pro tein or melatonin 
hinding fragment ; 

h) contacting said melatonin receptor protein or melatonin bin ding fragment with the 

can didate compound; 

f+) cj measuring intracellular cAMP concentration in said cell; and 

c-> dj where said contacting causes a decrease in intracellular cAMP concentration, 

identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

S4. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand. said method comprising: 

a) contacting ouid candidate compound with rjroyjdjng a cell comprising an expression 
vector encoding a high affinity melatonin receptor protein, or a melatonin binding fragment 
thereof, wherein the expression vector comprises a sequence that hybridizes to a probe having 
Ihe sequence of the complement of SEQ ID NO:l 1 under the following conditions: 
hybridization in 25% formamide, 1 M sodium chloride, 1% SDS, 10% dextran sulfate, 100 ug/ml 
denatured salmon sperm at 42 °C, and filters washed in 2x SSC. 1% SDS at 55 °C for 1 hour, 
and wherein the cell expresses on its surface said melatonin receptor prote in or melatonin 
binding fragment ; 

h) contacting said melatonin receptor protein or melatonin binding fragment with the 

candidate compound; 

h) c] measuring intracellular cAMP concentration in said cell: and 
ci dj where said contacting causes a decrease in intracellular cAMP concentration, 
uti tying said candidate compound as an agonist of a high affinity melatonin receptor ligand. - 



Kle 



85. (previously presented) The method of claim 84. wherein the expression vector 
comprises the sequence of SEQ ID NO:l 1. 
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S(). (currently amended) A method of testing a candidate compound for the ability to act 
.is an agonist of a high affinity melatonin receptor ligand. said method comprising: 

a ) c ontacting said candidate compound with providing a cell comprising an expression 
. v sm encoding a high affinity melatonin receptor protein that consists of the amino acid 
sequence of SKQ) ID NO: 12. or a melatonin binding fragment thereof, w herein the cell expresses 
or, ns surface said high affinity melatonin receptor protein or melatonin binding fragment 
thereof ; 

h) contacting said melatonin receptor protein or melatonin binding fragment with the 
candidate compound; 

measuring intracellular cAMP concentration in said cell; and 
d] where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

S7. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand, said method comprising: 

a) contacting said candidate compound with providing a cell comprising an expression 
vtxioi' encoding a high affinity melatonin receptor protein comprising the amino acid sequence 
of SHQ ID NO:6, or a melatonin binding fragment thereof, wherein the cell expresses on its 
surface said high affinity melatonin receptor protein or melatonin binding fragment thereof ; 

b) contacting said melatonin receptor protein or melatonin binding fragment with the 
candidate compound; 

c] measuring intracellular cAMP concentration in said cell; and 
tr4 d] where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

NS. (currently amended) A method of testing a candidate compound for the ability to act 
as an agonist of a high affinity melatonin receptor ligand, said method comprising: 
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a) contacting said candidate compound with providing a cell comprising an expression 
vector encoding a high affinity melatonin receptor protein that comprises the ammo acid 
sequence of SHO ID NO: 12, or a melatonin binding fragment thereof, wherein the cell expresses 
on ns surface said high affinity melatonin receptor protein or melatonin binding fragment 

t h cTcV) i ; 

b) contacting said melatonin receptor protein or melatonin binding fragment with the 
candidate compound; 

Wcj measuring intracellular cAMP concentration in said cell; and 

dj where said contacting causes a decrease in intracellular cAVlP concentration, 
lo cntil\ ing said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

S l ) (currently amended) A method of testing a candidate compound for the ability to act 
a.- an agonist of a high affinity melatonin receptor ligand. said method comprising: 

a) contacting said candidate compound with providing a cell comprising an expression 
vector encoding a high affinity melatonin receptor protein consisting of the amino acid sequence 
of SHQ) ID NO:6, or a melatonin binding fragment thereof, wherein the cell expresses on its 
surface said high affinity melatonin receptor protein or melatonin binding fragment thereof ; 

b) contacting said melatonin receptor protein or melatonin binding fragment with the 
c andidate compound; 

c] measuring intracellular cAMP concentration in said cell; and 
e-f d) where said contacting causes a decrease in intracellular cAMP concentration, 
identifying said candidate compound as an agonist of a high affinity melatonin receptor ligand. 

W. (new) The method of claim 53. wherein the melatonin receptor protein differs from 
SfO ID NO: 12 only by conservative substitutions. 

{ )\ . (new) The method of claim 78, wherein the melatonin receptor protein differs from 
St;Q ID NO:b only by conservative substitutions. 



